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=> d 

LI HAS NO ANSWERS 
LI STR 




Structure attributes must be viewed using STN Express query preparation. 



=> s 11 full 

REGIS tRY INITIATED 

Substance data SEARCH and crossover from CAS REGISTRY in progress... 
Use DISPLAY HITSTR (or FHITSTR) to directly view retrieved structures. 



FULL SEARCH INITIATED 17:16:00 FILE ' REGISTRY 1 
FULL SCREEN SEARCH COMPLETED - 38025 TO ITERATE 

100.0% PROCESSED 38025 ITERATIONS 98 ANSWERS 

SEARCH TIME: 00.00.01 

L2 98 SEA SSS FUL LI 



L3 273 L2 

=> s 13 and ethyl and ester 

4474 82 ETHYL 

579117 ESTER 
L4 11 L3 AND ETHYL AND ESTER 

=> s 14 and py<1999 

19136673 PY<1999 
L5 3 L4 AND PY<1999 

=> d 1-3 ibib abs hitstr 
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ACCESSION NUMBER: 1977:593563 CAPLUS 

DOCUMENT NUMBER: 87:193563 



AUTHOR (S) : 
CORPORATE SOURCE: 



DOCUMENT TYPE: 

LANGUAGE : 

GI 



TITLE: 



SOURCE : 



Metabolism of trans-D,L-2- (dimethylamino) -l-phenyl-3- 

cyclohexene-l-carboxylic acid ethyl 

ester hydrochloride (tilidine-HCl) . Part 3. 

Renal metabolite elimination in rats, dog, and man 

Vollmer, K. 0.; Von Hodenberg, A. 

Forschungsinst . , Goedecke A. -G. , Freiburg/Br. , Fed. 
Rep . Ger . 

Arzneimittel-Forschung (1977) , 27 (9) , 
1706-13 

CODEN: ARZNAD; ISSN: 0004-4172 

Journal 

German 




NMe2 



r-C02Et 
Ph 



HC1 
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AB Renal elimination of tilidine-HCl (I) [27107-79-5] was similar 

in the rat, dog, and man. After oral administration of I-14C 50-60, 80, 
and >90% of the applied dose was eliminated in the urine in the resp. 
species. The half /life of renal 14C elimination was 8 h in the rat and 
man, and the elimination was faster in the dog. In all species, about 17% 
of the urinary radioactivity was in nonpolar metabolites. About 2-3% each 
was in nortilidine [38677-94-0] and bisnortilidine [53948-51-9], and <0.2% 
in unchanged I. Most of the polar metabolites were glucuronides . Five 
new metabolites, oxygenated derivs . of nortilidine and bisnortilidine, 
were isolated from rat urine. 

IT 27107-79-5 

RL: BPR (Biological process); BSU (Biological study, unclassified); BIOL 
(Biological study) ; PROC (Process) 



RN 27107-79-5 CAPLUS 

CN 3-Cyclohexene-l-carboxylic acid, 2- (dimethylamino) -1 -phenyl - , ethyl ester, 
hydrochloride, (lR,2S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 



(metabolism of) 




• HC1 
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Satzinger, Gerhard; Herrmann, Manfred 
Goedecke A. -G. 



INVENTOR (S) : 
PATENT ASSIGNEE (S) 



SOURCE : 
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pp. Division of Ger. 
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LANGUAGE : 
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PATENT INFORMATION: 










PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


DE 2166019 


A 


19720831 


DE 1971-2166019 


19710218 <-- 


DE 2166019 


B2 


19750612 






DE 2166019 


C3 


19760212 






PRIORITY APPLN. INFO.: 






DE 1971-2166019 


19710218 



GI For diagram (s) , see printed CA Issue. 

AB Twenty-eight Et cyclohexenecarboxylates [I; R = H, Me, Et, Bu; Rl = H, Me, 
Et, Bu, allyl, phenylalkyl, etc.; NRR1 = morpholino, substituted 
piperazinyl, substituted piperidino] and (or) their salts useful as 
analgesics, antipyretics, sedatives, etc., were prepared from the 
cyclohexene (II; R4 = OAc) . II (R4 = OAc) was hydrolyzed and then 
halogenated to give II (R4 = halo) , which was treated with R1NHR to give 
I. II (R4 = OAc) was prepared by treating Et atropate with MeCH:CCHO-Ac20. 

IT 17243-69-5P 24357-97-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(preparation of) 

RN 17243-69-5 CAPLUS 

CN 3 -Cyclohexene -1-carboxylic acid, 2 - (dime thylamino) -1 -phenyl - , ethyl ester 
(8CI, 9CI) (CA INDEX NAME) 




RN 24357-97-9 CAPLUS 

CN 3-Cyclohexene-l-carboxylic acid, 2 - (dimethylamino) -1 -phenyl - , ethyl ester, 
hydrochloride (8CI, 9CI) (CA INDEX NAME) 




C-OEt 



• HC1 
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ACCESSION NUMBER: 1970:78530 CAPLUS 

DOCUMENT NUMBER: 72:78530 

TITLE : Ethyl (dimethylamino) (phenyl) (alkyl) -3- 

cyclohexene - 1 -carboxylates 
INVENTOR(S): Satzinger, Gerhard; Herrmann, Wolfgang; Novack, R. 

Michael 



PATENT ASSIGNEE (S) 
SOURCE : 



DOCUMENT TYPE: 
LANGUAGE : 
FAMILY ACC. NUM. 



COUNT: 



Goedecke A. -G. 

Ger . Of fen. , 27 pp. 

CODEN: GWXXBX 

Patent 

German 
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PATENT INFORMATION: 
PATENT NO. 


KIND 


DATE 


APPLICATION NO. 




DATE 




DE 1923619 


A 


19691218 


DE 1969-1923619 




19690508 


< - 


US 3649628 


A 


19720314 


US 1968-777202 




19681119 


<- 


ES 366913 


Al 


19710616 


ES 1969-366913 




19690507 


<- 


PRIORITY APPLN. INFO.: 






US 1968-727689 


A 


19680508 










US 1968-777202 


A 


19681119 










US 1968-777197 


A 


19681119 





GI 
AB 



IT 



RN 
CN 



For diagram(s), see printed CA Issue. 

Title compds. were prepared Thus, under anhydrous conditions, 21.2 moles Me2NH 

was condensed at 5° over 2 . 5 hr into a mixture of 42.3 moles 

crotonaldehyde, 2120 ml benzene, 10.6 g phenanthrenequinone , and 21.15 

moles K2C03, the mixture stirred 15 min. and purged with N, 18.95 moles Et 

atropate added, the mixture heated to 75° , the external heat removed, 

and the temperature allowed to increase to 90° before external cooling 

was applied. After the exothermic reaction had ceased, the mixture was held 

2 hr at 90-5° , then worked up to give 4135 g 3-dimethylamino-4- 

phenyl-4-carbethoxycyclohexene (I) (60% cis, 40% trans) containing <0.1% Et 

2- phenyl-3-dimethylaminopropionate (II). This was added to 17.7 1. N HCl 
at 65°, the whole heated 1.5 hr at 70°, cooled to 

35° , washed with petroleum ether, with activated C and diluted with 
water, treated at 25-30° with a 2nC12 solution containing 2.06 kg 2nCl2, 
10.4 1. H20, and 108 ml. concentrated HCl, the mixture held at 0-5°, 3.4 
kg Zn complex cis -I filtered off, and the filtrate treated with aqueous NH40H 
at 25° to give I containing 80% trans isomer and 20% cis isomer, 
together with 0.25% II. This product was combined with EtOAc and anhydrous 
HCl in EtOAc, the pH adjusted to 3.5-4, and the mixture heated to boiling 
filtered hot to give 1119 g trans-I.HCl, m. 160-2° , containing 1-2% 
isomer and 0.25-0.5% II after washing. Stirring with THF at 
gave 1011 g trans-I.HCl, m. 159-63°, containing 0.25-0.75% 
isomer and <0.25% II. Similar results were obtained by using EtOAc at 
instead of THF at 25°. Similarly prepared were 

3- dimethylamino-4-phenyl-4-carbethoxy-6-ethylcyclohexene-HCl (III .HCl) 
(cis isomer m. 157-9°, trans isomer m. 205.5-207°), and 

2-methyl-3-dimethylamino-4-phenyl-4-carb-ethoxycyclohexene-HCl (cis isomer 



and 
cis 
25° 
cis 
75° 



m. 



184.5-6.5°). The compds. are 



25616-41-5P 
25616-45-9P 



m. 185-7°, trans isomer 
useful as analgesics. 
20380-56-7P 20380-57-8P 
25616-43-7P 25616-44-8P 
51931-66-9P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of) 
20380-56-7 CAPLUS 

3-Cyclohexene-l-carboxylic acid, 2- (dimethylamino) -1 -phenyl - , ethyl ester, 
(lR,2R)-rel- (9CI) (CA INDEX NAME) 



Relative stereochemistry. 



NMe2 0 




RN 20380-57-8 CAPLUS 

CN 3-Cyclohexene-l-carboxylic acid, 2- (dimethylamino) -1 -phenyl - , ethyl ester, 

hydrochloride, (lR-trans) - (8CI f 9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



NMe2 O 




• HC1 

RN 25616-41-5 CAPLUS 

CN 3-Cyclohexene-l-carboxylic acid, 2- (dimethylamino) - 5 -ethyl -1 -phenyl - , 
ethyl ester, stereoisomer (8CI) (CA INDEX NAME) 



0 

II 




RN 25616-43-7 CAPLUS 

CN 3-Cyclohexene-l-carboxylic acid, 2- (dimethylamino) - 5 -ethyl -1 -phenyl - , 
ethyl ester, hydrochloride, stereoisomer (8CI) (CA INDEX NAME) 



O 
II 




• HC1 

RN 25616-44-8 CAPLUS 

CN 3-Cyclohexene-l-carboxylic acid, 2- (dimethylamino) - 3 -methyl -1 -phenyl - , 
ethyl ester, hydrochloride, stereoisomer (8CI) (CA INDEX NAME) 



Relative stereochemistry. 



NMe2 O 



Me, 




OEt 



• HC1 

RN 25616-45-9 CAPLUS 

CN 3-Cyclohexene-l-carboxylic acid, 2- (dimethylamino) - 3 -methyl -1 -phenyl - , 
ethyl ester, hydrochloride, stereoisomer (8CI) (CA INDEX NAME) 

Relative stereochemistry. 



• HC1 

RN 51931-66-9 CAPLUS 

CN 3-Cyclohexene-l-carboxylic acid, 2- (dimethylamino) -1 -phenyl - , ethyl ester, 
(lR,2S)-rel- (9CI) (CA INDEX NAME) 

Relative stereochemistry. 





NMe2 0 



